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=> fil reg 

FILE ' REGISTRY ' ENTERED AT 15:24:23 ON 2 6 AUG 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS . 

COPYRIGHT (C) 2002 American Chemical Society (ACS) 

STRUCTURE FILE UPDATES: 25 AUG 2002 HIGHEST RN 444874-82-2 
DICTIONARY FILE UPDATES: 25 AUG 2002 HIGHEST RN 444874-82-2 

TSCA INFORMATION NOW CURRENT THROUGH MAY 20, 2002 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Calculated physical property data is now available. See HELP PROPERTIES 
for more information. See STNote 27, Searching Properties in the CAS 
Registry File, for complete details: 

http : //www. cas . org/ONLINE/STN/STNOTES/stnotes27 . pdf 
=> d sta que 16 



LI 1 SEA FILE=REGISTRY ABB=ON PLU=ON (QDTIHGHPCS '.AAA-AAA' GCRPGY) /S 
QEP 

L2 1 SEA FILE=REGISTRY ABB=ON PLU=ON QDTIHGHPCS GCRPGY/SQSP 

L3 1 SEA FILE=REGISTRY ABB=ON PLU=ON (LI OR L2 ) 

L5 1 SEA FILE=REGISTRY ABB=ON PLU=ON [STDENQHKR] [STDENQHKR] [STDENQ 
HKR] [ILVAM] [HKRDESTYFW] G [HKRDESTYFW] [PG]C[STDG] . . GC [ RKHDESTQNYF 
W] [PG]G [YHKRDESTQNFW] /SQSP 

L6 1 SEA FILE=REGISTRY ABB=ON PLU=ON (L3 OR L5) 



=> d his 

(FILE ' HOME ' ENTERED AT 15:05:52 ON 26 AUG 2002) 
SET COST OFF 

FILE 'REGISTRY' ENTERED AT 15:06:42 ON 26 AUG 2002 
E QDTIHGHPCS ' CIT ' ' CIT ' GCRPGY/SQEP 
LI 1 S El 

L2 IS QDTIHGHPCS. .GCRPGY/SQSP 

L3 IS L1,L2 

L4 OS [STDENQHKR] [STDENQHKR] [STDENQHKR] [ILVAM] [HKRDESTYFW] G [ HKRDEST 

L5 IS [STDENQHKR] [STDENQHKR] [STDENQHKR] [ILVAM] [ HKRDESTYFW] G [ HKRDEST 

L6 IS L3,L5 

SAV L6 DIBRIN074 7/A 

FILE ' HCAOLD ' ENTERED AT 15:12:44 ON 26 AUG 2002 
L7 0 S L6 

FILE ' USPATFULL, US PAT 2 ' ENTERED AT 15:12:47 ON 26 AUG 2002 
L8 0 S L6 

FILE 'HCAPLUS' ENTERED AT 15:12:52 ON 26 AUG 2002 
L9 1 S L6 

SEL RN 

FILE 'REGISTRY' ENTERED AT 15:13:12 ON 2 6 AUG 2002 
L10 19 S E1-E19 

Lll 18 S L10 NOT L6 

L12 3 S Lll NOT SQL/FA 

L13 15 S Lll NOT L12 

L14 10 S L13 AND SQL<=18 



Jan Delaval 
Reference Librarian 
Biotechnology & Chemical Library 
CM1 1E07- 703-308-4498 
jan.delaval@uspto.gov 
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FILE 'HCAPLUS' ENTERED AT 15:17:39 ON 26 AUG 2002 

E UNION A/AU 
LIS 11 S E3,£4 

E MOEREELS H/AU 
L16 55 S E3,E4,E6-E8 

E MEHEUS L/AU 
L17 25 S E3-E5 

E INNOGENET/PA, CS 
L18 166 S E4-E40 

L19 1 S L15-L18 AND L9 

L20 240 S L15-L18 NOT L19 

L21 3 S L20 AND 7CITRUL? 

FILE 'REGISTRY' ENTERED AT 15:20:39 ON 2 6 AUG 2002 
L22 1 S L12 AND ORNITH? 

E D-CITRULLINE/CN 

L23 1 S E3 

E DL-CITRULLINE/CN 

L24 1 S E3 

FILE ' HCAPLUS ' ENTERED AT 15:21:06 ON 26 AUG 2002 
L25 3 S L22 AND L15-L18 

L26 4 S L21,L25 

L27 4 S L2 6 AND 7CITRUL? 

L28 3 S L27 NOT L19 

SEL RN 

FILE 'REGISTRY' ENTERED AT 15:21:46 ON 26 AUG 2002 
L29 10 S E1-E10 

L30 1 S L2 9 AND N5 

L31 IS L2 9 AND AMINOCARBONY? 

L32 1 S L29 AND ORNITH? 

L33 1 S L30-L32 

FILE 'REGISTRY' ENTERED AT 15:24:23 ON 26 AUG 2002 
=> d sqide can 16 

L6 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2002 ACS 
RN 347873-68-1 REGISTRY 

CN Peptide, (Gln-Asp-Thr-Ile-His-Gly-His-Pro-Cys-Ser-Xaa-Xaa-Gly-Cys-Arg- 

Gly-Tyr) (9CI) (CA INDEX NAME) 
OTHER NAMES: vy 

CN 20: PN: WOOrH.222 SEQID: 6 claimed protein 
CN 6: PN: WO0lil6222 PAGE: 27 claimed sequence 
FS PROTEIN SEQUENCE 
SQL 18 
NTE 



type 




— location - — 




description 


uncommon 


Aaa- 


■11 






uncommon 


Aaa- 


•12 







PATENT ANNOTATIONS (PNTE): 
Sequence | Patent 
Source I Reference 



Not Given|WO2001046222 
| claimed PAGE 
|27 
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Page 



IWO2001046222 
| claimed 
ISEQID 6 



SEQ 



1 QDTIHGHPCS XXGCRPGY 



HITS AT: 1-18 
MF Unspecified 
CI MAN 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER 



REFERENCE 1: 135:91514 



=> d 122 ide can 

L22 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2002 ACS 
RN 372-75-8 REGISTRY 

CN L-Ornithine, N5- (aminocarbonyl) - (9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN Ornithine, N5 -carbamoyl- , L- (8CI) 

OTHER NAMES: 

CN .alpha. -Amino-. delta. -ureidovaleric acid 

CN . delta . -Ureidonorvaline 

CN Citrulline 

CN L-Citrulline 

CN N. delta. -Carbamylornithine 

CN N5-Carbamoyl-L-ornithine 

FS STEREOSEARCH 

MF C6 H13 N3 03 

CI COM 

LC STN Files: ADISNEWS, AGRICOLA, ANABSTR, BEILSTEIN* , BIOBUSINESS, BIOSIS, 
BIOTECHNO, CA, CANCERLIT, CAOLD, CAPLUS, CASREACT, CEN, CHEMCATS, 
CHEMINFORMRX, CHEMLIST, CIN, CSCHEM, DDFU, DRUGU, EMBASE, HODOC*, 
IFICDB, IFIPAT, IFIUDB, IPA, MEDLINE, MRCK* , MSDS-OHS, NAPRALERT, 
NIOSHTIC, PIRA, PROMT, SPECINFO, TOXCENTER, USPAT2, USPATFULL, VETO 
(*File contains numerically searchable property data) 
Other Sources: EINECS**, NDSL** , TSCA** 

(**Enter CHEMLIST File for up-to-date regulatory information) 

Absolute stereochemistry. 



1 REFERENCES IN FILE CA (1967 TO DATE) 
1 REFERENCES IN FILE CAPLUS (1967 TO DATE) 



O 




NH2 



**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT * * 



2848 REFERENCES IN FILE CA (1967 TO DATE) 

48 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
2851 REFERENCES IN FILE CAPLUS (1967 TO DATE) 
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69 REFERENCES IN FILE CAOLD (PRIOR TO 1967) 



REFERENCE 


1 : 


137 : 


124407 


REFERENCE 


2 : 


137 : 


1 ^1 O O f\ 

122202 


REFERENCE 


3: 


137 : 


98762 


REFERENCE 


4 : 


137 - 


A i*l A A O 

92082 


REFERENCE 


5: 


137 


91230 


REFERENCE 


6: 


137, 


83616 


REFERENCE 


7: 


137: 


78493 


REFERENCE 


8: 


137 


76169 


REFERENCE 


9: 


137 


75434 


REFERENCE 


10: 


137 


62634 



=> fil hcaplus 

FILE ' HCAPLUS 1 ENTERED AT 15:25:02 ON 26 AUG 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available . 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 26 Aug 2002 VOL 137 ISS 9 
FILE LAST UPDATED: 25 Aug 2002 (20020825/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

CAS roles have been modified effective December 16, 2001. Please 
check your SDI profiles to see if they need to be revised. For 
information on CAS roles, enter HELP ROLES at an arrow prompt or use 
the CAS Roles thesaurus (/RL field) in this file. 

=> d all hitstr 19 

L9 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2002 ACS 
AN 2001:472747 HCAPLUS 
DN 135:91514 

TI Peptides designed for the diagnosis and treatment of rheumatoid arthritis 
IN Union, Ann; Moereels, Henri; Meheus, Lydie 
PA Innogenetics N.V., Belg. 
SO PCT Int. Appl., 53 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
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IC I CM C07K007-08 

CC 15-2 (Immunochemistry) 

Section cross-reference (s ):- 9, 63 
FAN CNT 1 

PATElJfW KIND DATE APPLICATION NO. DATE 



PI wo/o01046222 A2 20010628 WO 2000-EP13037 20001220 

WO/2001046222 A3 20020117 

W: AE, A 



AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SG, 


si, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


zw, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 










KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, 


CY, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, 


BF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 







PRAI EP 1999-870280 A 19991221 
EP 2000-870195 A 20000908 

AB The present invention relates to peptides that mimic the immunogenic 

determinants of self-proteins recognized by autoimmune antibodies in a 
biol. sample from patients suffering from rheumatoid arthritis (RA) . More 
particularly, the present invention relates to citrulline-contg . peptides, 
which react with the majority of the latter antibodies. Furthermore, the 
present invention relates to diagnostic tools for a more convenient and 
sensitive diagnosis of RA and to therapeutical methods to treat RA. 

ST autoimmune disease rheumatoid arthritis citrulline peptide 

IT Diagnosis , . 

(agents; citrulline-contg. peptides for diagnosis and treatment or 

rheumatoid arthritis) 

IT Antibodies 

RL: BSU {Biological study, unclassified); MFM (Metabolic formation); THU 
(Therapeutic use); BIOL (Biological study); FORM (Formation, 
nonpreparative) ; USES (Uses) t 

(anti-idiotypic; citrulline-contg. peptides for diagnosis and treatment 
of rheumatoid arthritis) 
IT Antibodies 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study); PROC (Process) 

(autoantibodies; citrulline-contg. peptides for diagnosis and treatment 

of rheumatoid arthritis) 
IT Antigens . ^ . , ^ x 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(autoantigens; citrulline-contg. peptides for diagnosis and treatment 

of rheumatoid arthritis) 
IT Autoimmune disease 
Blood serum 
Immune tolerance 
Protein sequences 

Rheumatoid arthritis . 
(citrulline-contg. peptides for diagnosis and treatment of rheumatoid 

arthritis) 

IT Filaggrin , 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(citrulline-contg. peptides for diagnosis and treatment of rheumatoid 
arthritis) 
IT Antibodies 

RL: BSU (Biological study, unclassified); MFM (Metabolic formation); THU 
(Therapeutic use); BIOL (Biological study); FORM (Formation, 
nonpreparative); USES (Uses) 

(citrulline-contg. peptides for diagnosis and treatment of rheumatoid 

arthritis) 
IT Peptides, biological studies 
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RL: BSU (Biological study, unclassified); PRP (Properties); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(citrulline-contg. peptides for diagnosis and treatment of rheumatoid 

arthritis) 

IT Antigens , 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(citrulline-contg. peptides for diagnosis and treatment of rheumatoid 

arthritis) 
IT Peptides, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(cyclic; citrulline-contg. peptides for diagnosis and treatment of 
rheumatoid arthritis) 
IT Test kits 

(diagnostic; citrulline-contg. peptides for diagnosis and treatment of 

rheumatoid arthritis) 
IT Diagnosis , . 

(immunodiagnosis; citrulline-contg. peptides for diagnosis and 

treatment of rheumatoid arthritis) 
IT Drug delivery systems _ 

(immunotoxins; citrulline-contg. peptides for diagnosis and treatment 

of rheumatoid arthritis) 

IT Antibodies . , v m, t n 

RL: BSU (Biological study, unclassified); MFM (Metabolic ^ formation) ; THU 
(Therapeutic use); BIOL (Biological study); FORM (Formation, 
nonpreparative) ; USES (Uses) 

(monoclonal; citrulline-contg. peptides for diagnosis and treatment of 
rheumatoid arthritis) 
IT Drug delivery systems 

(nasal; citrulline-contg. peptides for diagnosis and treatment of 
rheumatoid arthritis) 
IT Diagnosis , 

(serodiagnosis; citrulline-contg. peptides for diagnosis and treatment 

of rheumatoid arthritis) 
IT Membranes, nonbiological t 

(strip solid support; citrulline-contg. peptides for diagnosis and 
treatment of rheumatoid arthritis) 
IT 75536-80-0, Peptidylarginine deiminase 

RL: BSU (Biological study, unclassified); BUU (Biological use, 
unclassified); BIOL (Biological study); USES (Uses) 

(citrulline-contg. peptides for diagnosis and treatment of rheumatoid 

IT 347871-56-1P 0 347871-73-2P 347871-78-7P 347872-77-9P 347873-22-7P 

347873- 68-1P 347873-98-7P 347874-24-2P 347874-53-7P 

34787 4- 78-6P 347875-05-2P 347875-19-8P 

RL: BSU (Biological study, unclassified); PRP (Properties); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(citrulline-contg. peptides for diagnosis and treatment of rheumatoid 

arthritis) 

IT 58-85-5, Biotin 372-75-8, Citrulline 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(citrulline-contg. peptides for diagnosis and treatment of rheumatoid 

arthritis) 

IT 347875-37-0 347875-54-1 347875-70-1 347875-88-1 

RL: PRP (Properties) . 

(unclaimed sequence; peptides designed for the diagnosis and treatment 
of rheumatoid arthritis) 
IT 347873-68-1P . ^ nm , , n ^ u ^ . 

RL: BSU (Biological study, unclassified); PRP (Properties); SPN (Synthetic 
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preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); USES (Uses) 

(citrulline-contg. peptides for diagnosis and treatment of rheumatoid 

arthritis) 

RN 347873-68-1 HCAPLUS ^ ^ 

CN Peptide, (Gln-Asp-Thr-Ile-His-Gly-His-Pro-Cys-Ser-Xaa-Xaa-Gly-Cys-Arg-Pro- 

Gly-Tyr) (9CI) (CA INDEX NAME) 
*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 



=> d all tot 128 

L28 ANSWER 1 OF 3 HCAPLUS COPYRIGHT 2002 ACS 
AN 2002:448386 HCAPLUS 

TI Identification of citrullinated rheumatoid arthntis-specif ic 

epitopes in natural filaggrin relevant for antif ilaggrin autoantibody 

detection by line immunoassay 
AU Union, Ann; Meheus , Lydie; Humbel, Rene Louis; Conrad, 

Karsten; Steiner, Guenter; Moereels, Henri; Pottel, Hans; Serre, 

Guy; De Keyser, Filip r/ 
CS Innogenetics NV # Ghent, 9052y Belg. 
SO Arthritis & Rheumatism (2002), 46(5), 1185-1195 

CODEN: ARHEAW; ISSN: 0004-f3591 
PB John Wiley & Sons, Inc. 
DT Journal 
LA English 

CC 15 (Immunochemistry) . 

AB To identify immunodominant epitopes in natural filaggrin that are reactive 
with antifilaggrin autoantibodies (AFA) in the sera of patients with 
rheumatoid arthritis (RA) and to explore their use in a diagnostic assay 
format. Based on the results of epitope mapping of human natural # 
filaggrin as well as mol. modeling and computational chem., synthetic 
peptides together with recombinant citrullinated filaggrin were 
evaluated by a line immunoassay (LIA) for AFA detection. Diagnostic 
performance was assessed using 336 RA and 253 disease control sera and was 
compared with that of ref. methods. Several immunoreactive epitopes were 
identified in natural filaggrin, all of which contained at least 1 
citrulline residue. Three antigenic substrates, including 2 
synthetic peptides and recombinant citrullinated filaggrin 
showing maximal reactivity on LIA, were finally selected. Using the 
3-antigen LIA3, overall sensitivity, specificity, and pos . predictive 
value for RA were 65.2%, 98.0%, and 89.1%, resp., compared with 61.9%, 
98 8%, and 92.8% using the 2-antigen LIA2 (without recombinant protein) 
Thirty-seven percent of the rheumatoid factor (RF)-neg. RA^ samples (30 of 
81) were AFA-pos. by LIA2, and 52 of 54 RF-pos . control samples had no AFA 
detected on LIA2 . Higher specificity and sensitivity were obtained by 
LIA2 vs anti-RA33 immunoblot, whereas good agreement was obsd. with 
antikeratin antibody testing. LIA performed significantly better than AFA 
immunoblotting using natural filaggrin, at a specificity level of 99% (P - 
0 0047). Citrullinated residues are present in immunoreactive 
epitopes of natural human filaggrin. AFA can be readily detected by 
citrullinated peptides in an LIA-based test, resulting in high 
specificity and pos. predictive value for RA. The LIA could serve as a 
user-friendly alternative to existing immunofluorescence tests and AFA 
immunoblot techniques. Given its complementarity to RF, this test can be 
a valuable tool in the differential diagnosis of arthritis. 

RE.CNT 40 THERE ARE 40 CITED REFERENCES AVAILABLE FOR THIS RECORD 

RE 

(1) Aho, K; J Rheumatol 1993, V34, P1278 

(2) Aho, K; Scand J Rheumatol 1999, V28, P113 MEDLINE 

(3) Arnett, F; Arthritis Rheum 1988, V31, P315 MEDLINE 

4 Asaga, H; Biochem Biophys Res Commun 1998, V243, P641 HCAPLUS 



dibrino - 09 / 747029 



Page 8 



5) Baeten, D; Arthritis Rheum 2001, V44, P2255 HCAPLUS 

6) Berthelot, J; Ann Rheum Dis 1997, V56, P123 MEDLINE 

7) Brahms, H; J Biol Chem 2000, V275, P17122 HCAPLUS 

8) Cordonnier, C; Br J Rheumatol 1996, V35, P620 MEDLINE 

9) Firestein, G; Am J Pathol 1996, V149, P2143 MEDLINE 

(10) Girbal-Neuhauser, E; J Immunol 1999, V162, P585 HCAPLUS 

(11) Goldbach-Mansky, R; Arthritis Res 2000, V2, P236 HCAPLUS 

(12) Harding, C; J Mol Biol 1983, V70, P651 

(13) Hassfeld, W; Arthritis Rheum 1995, V38, P777 MEDLINE 

(14) Hunkapiller, M; Methods Enzymol 1983, V91, P227 HCAPLUS 

(15) Janssens, X; J Rheumatol 1988, V15, P1346 MEDLINE 

(16) Konigsberg, W; Methods Enzymol 1983, V91, P254 HCAPLUS 

(17) Lichtenstein, M; J Rheumatol 1991, V18, P989 MEDLINE 

(18) Lynley, A; Biochim Biophys Acta 1983, V744, P28 HCAPLUS 

(19) Masi, A; Arch Intern Med 1983, V43, P2167 

(20) Masson-Bessiere, C; Clin Exp Immunol 2000, V119, P544 HCAPLUS 

(21) Masson-Bessiere, C; J Immunol 2001, V166, P4177 HCAPLUS 

(22) Meheus, L; Clin Exp Rheumatol 1999, V17, P205 MEDLINE 

(23) Munthe, E; Clin Exp Immunol 1972, V12, P55 MEDLINE 

(24) Paimela, L; Ann Rheum Dis 2001, V60, P32 HCAPLUS 

(25) Peterson, G; Methods Enzymol 1983, V91, P95 HCAPLUS 

(26) Pincus, T; J Rheumatol 1994, V21, P1385 MEDLINE 

(27) Sakata, A; Clin Exp Immunol 1996, V104, P247 MEDLINE 

(28) Schellekens, G; Arthritis Rheum 2000, V43, P155 HCAPLUS 

(29) Schellekens, G; J Clin Invest 1998, V101, P273 HCAPLUS 

(30) Sebbag, M; J Clin Invest 1995, V95, P2672 HCAPLUS 

(31) Senshu, T; J Invest Dermatol 1995, V105, P163 HCAPLUS 

(32) Simon, M; J Clin Invest 1993, V92, P1387 HCAPLUS 

(33) Trentham, D; J Clin Invest 1978, V62, P359 MEDLINE 

(34) Utz, P; Arthritis Rheum 1998, V41, P1152 HCAPLUS 

(35) Utz, P; J Exp Med 1997, V185, P843 HCAPLUS 

(36) van Jaarsveld, C; Clin Exp Rheumatol 1999, V17, P689 MEDLINE 

(37) Vincent, C; Ann Rheum Dis 1999, V58, P42 MEDLINE 

(38) Vincent, C; J Rheumatol 1998, V25, P838 HCAPLUS 

(39) Westgeest, A; J Rheumatol 1987, V14, P893 MEDLINE 

(40) Wood, D; J Biol Chem 1989, V264, P5121 HCAPLUS 

L28 ANSWER 2 OF 3 HCAPLUS COPYRIGHT 2002 ACS 
AN 2002:1017 HCAPLUS 
DN 136:384829 

TI Specific presence of intracellular citrullinated proteins in 

rheumatoid arthritis synovium: Relevance to antif ilaggrin autoantibodies 

AU Baeten, Dominique; Peene, Isabelle; Union, Ann; Meheus, 

Lydie; Sebbag, Mireille; Serre, Guy; Veys, Eric M. ; De Keyser, Filip 

CS Ghent University, Ghent, Belg. 

SO Arthritis & Rheumatism (2001), 44(10), 2255-2262 

CODEN: ARHEAW; ISSN: 0004-3591 
PB Wiley-Liss, Inc. 
DT Journal 
LA English 

CC 15-8 ( Immunochemistry) 

AB To investigate the presence of citrullinated proteins in the 

synovial membrane of patients with rheumatoid arthritis (RA) and controls, 
and to analyze a possible relationship with antif ilaggrin auto-antibody 
(AFA) reactivity. Synovial biopsy samples were obtained from 88 
consecutive patients undergoing needle arthroscopy for knee synovitis 
assocd. with RA (n = 36), spondylarthropathy (n = 35), osteoarthritis (n = 
9), or other diagnoses (n = 8). Tissue sections were stained with 2 
different anticitrulline polyclonal antibodies and an 
antif ilaggrin monoclonal antibody (mAb) . The phenotype of 
citrulline-pos . cells and the colocalization with 

affinity-purified AFA were investigated by double immunofluorescence on 
frozen sections. Studies with the first antibody showed that 
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citrulline is expressed intracellularly in the lining and 

sublining layers of RA synovial tissue. Staining with the second 

antibody, monospecific for proteins contg. modified citrulline, 

and with anti-inducible nitric oxide synthetase confirmed the presence of 

citrullinated proteins rather than free citrulline in 

the synovium. Citrulline-pos . cells were detected in 50% of the 

RA patients (18 of 36) but in none of the controls (0 of 52). The 

anticitrulline reactivity colocalized with affinity-purified A FA 

reactivity, although stainings with the antif ilaggrin mAb indicated the 

absence of f ilaggrin in the synovium. Intracellular citrullinated 

proteins, which are not recognized by an antif ilaggrin mAb, are expressed 

in RA but not in control synovium. The high specificity of this finding 

and the colocalization with A FA reactivity boost the interest in 

citrullinated proteins as possible triggers of autoimmune 

responses in RA. Moreover, this is the first description of a specific 

histol. marker for RA synovium. 

ST human rheumatoid arthritis citrullinated protein synovium 
antif ilaggrin autoantibody 

IT Antibodies 

RL: ADV (Adverse effect, including toxicity); DGN (Diagnostic use); BIOL 

(Biological study); USES (Uses) 

(autoantibodies; intracellular citrullinated proteins in 
rheumatoid arthritis synovium relevance to antif ilaggrin 
autoantibodies) 
IT Biomarkers (biological responses) 

Human 

Rheumatoid arthritis 
Synovial membrane 

(intracellular citrullinated proteins in rheumatoid arthritis 
synovium relevance to antif ilaggrin autoantibodies) 
IT Proteins 

RL: ADV (Adverse effect, including toxicity); DGN (Diagnostic use); BIOL 
(Biological study); USES (Uses) 

(intracellular citrullinated proteins in rheumatoid arthritis 
synovium relevance to antif ilaggrin autoantibodies) 
IT 372-75-8, Citrulline 

RL: ADV (Adverse effect, including toxicity); DGN (Diagnostic use); BIOL 
(Biological study); USES (Uses) 

(intracellular citrullinated proteins in rheumatoid arthritis 
synovium relevance to antif ilaggrin autoantibodies) 
RE.CNT 31 THERE ARE 31 CITED REFERENCES AVAILABLE FOR THIS RECORD 
RE 

(1) Altman, R; Arthritis Rheum 1986, V29, P1039 MEDLINE 

(2) Arnett, F; Arthritis Rheum 1988, V31, P315 MEDLINE 

3 Asaga, H; Biochem Biophys Res Commun 1998, V243, P641 HCAPLUS 

(4) Baeten, D; Ann Rheum Dis 2000, V59, P945 MEDLINE 

(5) Baeten, D; Clin Rheumatol 1999, V18, P434 MEDLINE 

(6) Blass, S; Ann Rheum Dis 1998, V57, P220 HCAPLUS 

(7) Brahms, H; J Biol Chem 2000, V275, P17122 HCAPLUS 

(8) Despres, N; J Rheumatol 1994, V21, P1027 HCAPLUS 

(9) Dougados, M; Arthritis Rheum 1991, V34, P1218 MEDLINE 

(10) Girbal, E; Ann Rheum Dis 1993, V52, P749 HCAPLUS 

(11) Girbal-Neuhauser, E; J Immunol 1999, V162, P585 HCAPLUS 
12) Goldbach-Mansky, R; Arthritis Res 2000, V2, P236 HCAPLUS 
13 Guerassimov, A; Arthritis Rheum 1998, V41, P1019 HCAPLUS 

(14) Hoet, R; Ann Rheum Dis 1991, V50, P611 MEDLINE 

(15) Janssens, X; J Rheumatol 1988, V15, P1346 MEDLINE 

(16) Kraan, M; Rheumatology (Oxford) 1999, V38, P1074 MEDLINE 

17 Masson-Bessiere, C; Clin Exp Immunol 2000, V119, P544 HCAPLUS 

(18) Masson-Bessiere, C; J Immunol 2001, V166, P4177 HCAPLUS 

(19) Pozza, M; J Rheumatol 2000, V27, P1121 HCAPLUS 

20) Schellekens, G; J Clin Invest 1998, V101, P273 HCAPLUS 
(21) Sebbag, M; J Clin Invest 1995, V95, P2672 HCAPLUS 
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(22) Senshu, T; Anal Biochem 1992, V203, P94 HCAPLUS 

(23) Senshu, T; Biochem Biophys Res Commun 1996, V225, P712 HCAPLUS 

(24) Senshu, T; J Invest Dermatol 1995, V105, P163 HCAPLUS 

(25) Simon, M; Clin Exp Immunol 1995, VlOO, P90 MEDLINE 

(26) Simon, M; J Clin Invest 1993, V92, P1387 HCAPLUS 

(27) Utz, P; Arthritis Rheum 1998, V41, P1152 HCAPLUS 

28) Verheijden, G; Arthritis Rheum 1997, V40, P1115 HCAPLUS 

(29) Vincent, C; Ann Rheum Dis 1999, V58, P42 MEDLINE 

(30) Vincent, 'C; J Rheumatol 1998, V25, P838 HCAPLUS 

(31) Williams, D; Rheumatology, 1st ed 1994, P9.1 

L28 ANSWER 3 OF 3 HCAPLUS COPYRIGHT 2002 ACS 
AN 1999:380965 HCAPLUS 

DN 131:31040 . 

TI Synthetic peptides containing citrulline recognized by 

rheumatoid arthritis sera as tools for diagnosis and treatment 
IN Meheus, Lydie; Union, Ann; Raymackers, Joseph 
PA Innogenetics N.V. , Belg. 
SO PCT Int. Appl., 74 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 

IC ICM C07K014-47 _ _ rrA 

ICS C07K001-107; C07K016-18; A61K038-17; G01N033-564 

CC 15-2 (Immunochemistry) 

Section cross-reference (s) : 3 

FAN CNT 1 / 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI WO 9928344 A2 19990610 WO 1998-EP7714 19981130 

WO 9928344 A3 19990812 

W AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA, CH, CN, CU, CZ, DE, 
DK, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU, ID, IL, IS, JP, KE, 
KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MD, MG, MK, MN, MW, 
MX NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR, 
TT UA, UG, US, UZ, VN, YU, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 
RW GH, GM, KE, LS, MW, SD, SZ, UG, ZW, AT, BE, CH, CY, DE, DK, ES, 
FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, BF, BJ, CF, CG, CI, 
CM, GA, GN, GW, ML, MR, NE, SN, TD, TG 
EP 949270 Al 19991013 EP 1998-870078 19980409 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO 
CA 2309534 AA 19990610 CA 1998-2309534 19981130 

AU 9921558 Al 19990616 AU 1999-21558 19981130 

EP 1034186 A2 20000913 EP 1998-965715 19981130 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO 
JP 2002512939 T2 20020508 JP 2000-523235 19981130 

PRAI EP 1997-870195 A 19971128 
EP 1998-870078 A 19980409 

WO 1998-EP7714 W 19981130 , 
AB The present invention relates to a method of producing certain peptides 
contg. citrulline residues that constitute immunogenic 

determinants of antibodies present in sera from patients with rheumatoid 
arthritis and wherein the presence of at least one citrulline is 
a prerequisite for reacting with said antibodies. The invention also 
relates to a method of producing said antibodies and the use of said 
peptides for diagnosis and treatment of rheumatoid arthritis. The 
citrulline-contg. peptides, may be circularized or branched 
peptides and/or contg. tandem repeats, are derived from variant of 
filaggrin, intermediate filament protein, vimentin, cytokeratin 1 or 

cytokeratin 9. , _ . . 

ST filaggrin intermediate filament protein vimentin cytokeratin; autoantigen 



dibrino - 09 / 747029 



Page 11 



autoantibody rheumatoid arthritis autoimmune disease; antibody 
antiidiotype immunotoxin autoimmune disease tolerance 

" RL: a BsS S (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(1; synthetic peptides contg. citrulline recognized by 
rheumatoid arthritis sera as tools for diagnosis and treatment) 

" RL: 3 BSU S (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) _ 

(9; synthetic peptides contg. citrulline recognized by 
rheumatoid arthritis sera as tools for diagnosis and treatment) 

IT Antibodies 

(anti-idiotypic; synthetic peptides contg. citrulline 

recognized by rheumatoid arthritis sera as tools for diagnosis and 

treatment ) 

" RL^DV^Adverse effect, including toxicity); BPR (Biological Process); 
BSU (Biological study, unclassified) ; BIOL (Biological study) ; PROC 

( Proces s ) 

(autoantibodies; synthetic peptides contg. citrulline 

recognized by rheumatoid arthritis sera as tools for diagnosis and 

treatment) 

IT llfltT (Adverse effect, including toxicity) ; BPR (Biological Process); 
BSU (Biological study, unclassified) ; BIOL (Biological study) ; PROC 

(Process) , ^ . _ . 

(autoantigens; synthetic peptides contg. citrulline 

recognized by rheumatoid arthritis sera as tools for diagnosis and 

treatment ) 
IT Peptides, biological studies 

RL- BPN (Biosynthetic preparation); THU (Therapeutic use), BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(citrulline-contg.; synthetic peptides contg. 

citrulline recognized by rheumatoid arthritis sera as tools for 
diagnosis and treatment) 
t rn Tox i ns 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) ^ ^ 0 

(conjugates, citrulline-contg. peptide; synthetic peptides 

contg. citrulline recognized by rheumatoid arthritis sera as 

tools for diagnosis and treatment) 
IT Peptides, biological studies 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(cyclic, citrulline-contg.; synthetic peptides contg. 

citrulline recognized by rheumatoid arthritis sera as tools for 

diagnosis and treatment) 

IT Test kits j 
(diagnostic; synthetic peptides contg. citrulline recognized 
by rheumatoid arthritis sera as tools for diagnosis and treatment) 

IT Lupus erythematosus . 

(discoid; synthetic peptides contg. citrulline recognized by 
rheumatoid arthritis sera as tools for diagnosis and treatment) 

IT Immunoassay , ^ . . . . „ 

(enzyme-linked immunosorbent assay; synthetic peptides contg. 
citrulline recognized by rheumatoid arthritis sera as tools for 
diagnosis and treatment) 

IT Bacteria (Eubacteria) 
Eukaryote (Eukaryotae) 

Yeast . . , 

(host; synthetic peptides contg. citrulline recognized by 
rheumatoid arthritis sera as tools for diagnosis and treatment) 
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Drug delivery systems 

(immunotoxins; synthetic peptides contg. citrulline 

recognized by rheumatoid arthritis sera as tools for diagnosis and 

treatment) 

Proteins, specific or class 

RL: BSU (Biological study, unclassified); THU {Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(intermediate f ilament-assocd. ; synthetic peptides contg. 

citrulline recognized by rheumatoid arthritis sera as tools for 

diagnosis and treatment) 
Antibodies _ T 
RL: BPN (Biosynthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); USES (Uses) 

(monoclonal; synthetic peptides contg. citrulline recognized 

by rheumatoid arthritis sera as tools for diagnosis and treatment) 

RL^BSU (Biological study, unclassified); BIOL (Biological study) 
(regulatory; synthetic peptides contg. citrulline recognized 
by rheumatoid arthritis sera as tools for diagnosis and treatment) 

Connective tissue , 

(scleroderma; synthetic peptides contg. citrulline recognized 

by rheumatoid arthritis sera as tools for diagnosis and treatment) 

Membranes, nonbiological , 

(strip; synthetic peptides contg. citrulline recognized by 
rheumatoid arthritis sera as tools for diagnosis and treatment) 

Autoimmune disease 

Baculoviridae 

Bioassay 

Blood serum 

Dermatomyositis 

Drug screening 

Immune tolerance 

Immunoassay 

Molecular cloning 

Protein sequences 

Rheumatoid arthritis 

Sjogren's syndrome 

Vaccines 

(synthetic peptides contg. citrulline recognized by 
rheumatoid arthritis sera as tools for diagnosis and treatment) 
Filaggrin 

Vimentins ot^t 
RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 

(Biological study); USES (Uses) 

(synthetic peptides contg. citrulline recognized by 

rheumatoid arthritis sera as tools for diagnosis and treatment) 

Immune complexes . . 

RL* ADV (Adverse effect, including toxicity); BSU (Biological study, 

unclassified); REM (Removal or disposal); BIOL (Biological study); PROC 

(Process) , 

(synthetic peptides contg. citrulline recognized by 

rheumatoid arthritis sera for increasing size and clearance of immune 
complexes in rheumatoid arthritis sera) 
Lupus erythematosus . 

(systemic; synthetic peptides contg. citrulline recognized by 
rheumatoid arthritis sera as tools for diagnosis and treatment) 

Repetitive DNA . , 

RL- BSU (Biological study, unclassified); BIOL (Biological study) 
(tandem; synthetic peptides contg. citrulline recognized by 
rheumatoid arthritis sera as tools for diagnosis and treatment) 

Medical goods , 
(test strip; synthetic peptides contg. citrulline recognized 
by rheumatoid arthritis sera as tools for diagnosis and treatment) 



dibrino - 09 / 747029 



Page 



IT 372-75-8, Citrulline , p . f . THn 

RL- BPR (Biological process); BSU (Biological study, unclassified), THU 
{Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 
(synthetic peptides contg. citrulline recognized by 
rheumatoid arthritis sera as tools for diagnosis and treatment) 
IT 75536-80-0, Peptidylarginine deiminase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(synthetic peptides contg. citrulline recognized by 
rheumatoid arthritis sera as tools for diagnosis and treatment) 
IT 226904-10-5 226904-13-8 226904-18-3 226904-22-9 226904-27-4 
226904-31-0 226904-37-6 226904-43-4 

RL: BSU (Biological study, unclassified); PRP (Properties); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 
(synthetic peptides contg. citrulline recognized by 
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